Background: To evaluate the potential risk factor of visual-threatening posterior capsule opacification (PCO) via the analysis of National Health Insurance Research Database in Taiwan.
On the other hand, diabetes mellitus (DM) was demonstrated as a protective factor for PCO with a significant lower rate [9] . However, there was rare research regarding the effect of other ocular and systemic diseases on the development of PCO. Since the possible pathophysiology of PCO included cell proliferation, transition and the activation of inflammatory mediators [10] [11] [12] , it is possible that certain diseases that influence the intraocular condition may be the risk factors of PCO.
The purpose of the current study was to evaluate the potential risk factors of visual-threatening PCO via the analysis of National Health Insurance Research Database (NHIRD) in Taiwan. In addition, the potential risk factors leading to PCO development within 1 year after the cataract surgery were also investigated.
Materials and methods

Data source
This retrospective, population-based, nested case-control study was approved by the National Health Insurance Administration and the Institute Review Board of Chung Shan Medical University. Provided by the Taiwan National Health Research Institutes, the NHIRD contains insurance claims data of more than 99% of Taiwan's population. The claims data used in this study were from the 2000 Longitudinal Health Insurance Database, which contains data on one million patients randomly sampled from the registry of the NHIRD for the year 2010. The 2000 Longitudinal Health Insurance Database data were linked from January 1, 1997, to December 31, 2013, and the International Classification of Diseases, ninth edition (ICD-9) codes as well as several procedure and surgery codes in NHIRD were used to identify the diseases. Medications prescribed, demographics, socioeconomic status and location of patients were also available in the NHIRD.
Patient selection
Patients were regarded as having visual-threatening PCO if their medical records showed a diagnosis of cataract (ICD-9 codes: 366.10-366.19, 366.8, 366.9) and indicated an event of Nd:YAG capsulotomy (procedure code: 60013C) after cataract surgery (ICD-9 codes: V45.61, or surgery code: 86008C) from 1997 to 2013. Since the Nd:YAG capsulotomy was applied in patients whose visual acuity influence by PCO significantly in most cases, we regarded the performance of this procedure as the present of visual-threatening PCO. The index date was set as the date that patient received Nd:YAG capsulotomy and the date of enrollment was set as the date that patient received cataract surgery. To avoid possible confusion, only patients who visited ophthalmologists (department code: 10) and received acrysof single-piece IOL implantation (equipment code: SA60AT) were enrolled. In addition, the following exclusion criteria were applied to better standardize the ocular condition of each participants and exclude the possibility that patient received cataract surgery and Nd:YAG capsulotomy in different eyes: (1) having been diagnosed with legal blindness (ICD-9 code: 369.4); (2) having received any type of eyeball removal surgery (ICD-9 codes: 16.5x) before the index date; (3) having received an ocular tumor diagnosis (ICD-9 codes: 190.0-190.9) before the index date; (4) having received a diagnosis of major ocular trauma (ICD-9 codes: 870.x, 871.x, 921.x and 940.x) before the index date; (5) having received Nd:YAG capsulotomy before the enrollment date or before 2003; (6) having received cataract surgery (surgery code already mentioned above) or a diagnosis of post-cataract surgery status (ICD-9 codes: v43.1, v45.61 and v58.3) before the enrollment date; and (7) receive another cataract surgery (surgery code already mentioned above) between the enrollment date and the index date. In addition, each individual in the study group was age-and sex-matched to two individuals that received cataract surgery but no Nd:YAG capsulotomy was arranged which serve as the control group, and the index dates of those in the control group was corresponded with matched visualthreatening PCO patients. The index date was assigned dependent on the nested case-control design. Those visual-threatening PCO patients who could not be matched with two patients without visual-threatening PCO were excluded.
Main outcome measurement
The following systemic comorbidities were retrospectively enrolled in the analysis model to survey the potential risk factor for visual-threatening PCO: hypertension (ICD-9 codes: 401. 3) and age-related macular degeneration (AMD) (ICD-9 codes: 362.50, 362.51, 362.52) were enrolled in the analysis model. In addition, we also considered the effects of demographic conditions including urbanization and income level. To strengthen the timechronicity between the potential risk factors and following visual-threatening PCO, only those pre-existing co-morbidities that emerged before the enrollment date were included in the analysis model.
Statistical analysis
SAS version 9.4 (SAS Institute Inc, NC, USA) was employed for all the analyses. After age and sex matching, Chi square test was employed to test for differences in the demographic data (urbanization and income level) between the study and control groups. Then, the odds ratio (OR) with corresponding 95% confidence intervals (CI) and the crude OR were calculated by conditional logistic regression. In the next step, conditional logistic regression was adopted again but enrolled demographic data, prominent ocular diseases, and systemic comorbidities mentioned above in the multivariate model to compute adjusted OR of visual-threatening PCO, which were estimated to reduce the cofounding effects from demographic status, systemic comorbidities, and ocular diseases. In addition, the mean and median from enrollment date (cataract surgery) to index date (Nd:YAG capsulotomy) with each potential risk factors were yielded. For subgroup analysis, the patients in the study group were divided into those received Nd:YAG capsulotomy within 1 year after the cataract surgery and more than 1 year after the cataract surgery. Then, those significant risk factors that lead to the development of visualthreatening PCO were analyzed to yield the adjusted OR for the rapid-developing visual-threatening PCO that occurred within 1 year after cataract surgery, while the effects of all potential risk factors still enrolled in the multivariate model. Because most patients in the NHIRD are Han Taiwanese, race was not considered as a covariate. The results with P < 0.05 were regarded as statistically significant, and a P value of less than 0.0001 was depicted as P < 0.0001.
Results
The flowchart of subject selection was demonstrated in Fig. 1 . After exclusion and matching, a total number of 8571 patients who received cataract surgery and Nd:YAG capsulotomy were enrolled in the study group while another 17,142 patients who received only cataract surgery without Nd:YAG capsulotomy were enrolled in the control group. The characteristics at baseline revealed an identical age and gender ratio due to matching, and a higher ratio of urbanization, DED, glaucoma, uveitis, AMD, hyperlipidemia, peptic ulcer disease and liver disease were found in the study group (Table 1) .
After the conduction of conditional logistic regression, the DED, glaucoma, uveitis, AMD, hyperlipidemia, peptic ulcer disease and liver disease showed significant crude OR in the study group compared to the control group. And after adjustment for all potential risk factors, the DED, glaucoma, AMD, hyperlipidemia and peptic ulcer disease revealed a significant adjusted OR in the study group (Table 2 ). In addition, the mean and median time interval to receive Nd:YAG capsulotomy after cataract surgery of the above risk factors were lower compared to the general interval in the study group (Table 3) .
In the subgroup analysis to evaluate the risk factors that associated with a visual-threatening PCO within 1 year after the cataract surgery, the DED, glaucoma, AMD, and hyperlipidemia still illustrated a higher adjusted OR while the peptic ulcer disease showed non-significant result. There was also no influence of urbanization and income level, and the details were showed in Table 4 .
Discussion
Briefly, the current study showed an increased risk for the visual-threatening PCO in patients with preceding DED, glaucoma, AMD, hyperlipidemia and peptic ulcer disease. On the other hand, the DED, glaucoma, AMD and hyperlipidemia would elevate the possibility to develop such type of PCO within 1 year postoperatively. The results were correlated to the shorter time interval from cataract surgery to the development of visual-threatening PCO in patients with those risk factors.
Several mechanisms have been proposed for the development of PCO. One of the important pathophysiology is the migration and epithelial-mesenchymal transition of lens epithelial cells (LECs) [10] . The LECs may spread into the anterior chamber and the capsule bag during cataract surgery, proliferating and transdifferentiating into myofibroblastic cells, and finally form fibrotic plaques on implanted IOL and end up with PCO [10] . Another pathway for PCO is the activation of intraocular macrophages after surgery, in which macrophages aggregate at the posterior capsule and IOL in patients with PCO [12, 13] . In addition, certain cytokines like epidermal growth factor, matrix metalloproteinases and interleukins are related to such process [10, 11, 14, 15] . In previous experimental studies, interleukin-6 which can be produced by LECs was found in other fibrotic ocular diseases and fibrous tissue of PCO [14] . On the other hand, the lipid component may also be linked to PCO since lipid peroxidation may lead to the dysfunction of LECs and the formation of cataract [16] . Accordingly, PCO may be correlated to diseases involving aforementioned pathways and several co-morbidities were found to be related to the visualthreatening PCO in the current study.
In the current study, the ocular diseases correlated to the development of visual-threatening PCO including DED, glaucoma and AMD. To our knowledge, this is a preliminary experience to demonstrate these pre-existing ocular diseases as a risk factor for the developing of visual-threatening PCO. Moreover, these three ocular diseases also associated with the rapid-onset visualthreatening PCO which occurred only 1 year after the cataract surgery which further strengthened the correlation. Although the definitive pathophysiology of DED is still in investigation, evidence has shown that the inflammatory process plays a major role in the course of DED [17] , probably leading to the development of PCO [11] . Although both open angle and close angle subtypes of glaucoma were included in the statistical analysis, It is possible that elevated intraocular pressure not only damage the retinal nerve fiber layer but also result in the impairment of capsule structure and cell biology of LECs. For the retinal disorders, the immune-inflammatory reactions would contribute to the dry and wet type AMD according to previous studies [18, 19] . Similarly, the intraocular inflammatory activation are related to the LECs migration and the formation of PCO [20] . Still, whether treatments targeting on DED, glaucoma and AMD influence the formation of visual-threatening PCO merits further investigation. Interestingly, the pre-existing uveitis did not correlated to the development of visual-threatening PCO after adjusting other demographic data and co-morbidities in the multivariate model. The current finding is opposite to the established concept that PCO is a common complication in patient diagnosed with uveitis in which the occurrence rate could up to 58 percent [7, 8, 21] . There are some possible explanations for the conflicting results. First, the mean adjusted OR of uveitis is 1.185, similar to the other three ocular diseases (i.e. DED, glaucoma and AMD). On the other hand, both the mean and median time intervals from cataract surgery to Nd:YAG capsulotomy in patients with uveitis were the shortest among all the ocular as well as systemic co-morbidities, implying a rapid-developing visual threatening PCO is common with pre-existing uveitis. Moreover, patients with uveitis usually develop cataract earlier than others due to the application of topical steroid, causing exclusion of such patients from the current study because of the failure of age-gender match to patients without visual-threatening PCO. We speculate that the pre-existing uveitis is still a significant risk factor for the visual threatening PCO which already showed marginal significance in the current study. Concerning the systemic diseases that illustrated as a risk factor of visual-threatening PCO, both the hyperlipidemia and peptic ulcer disease showed significant OR after adjustment in the multivariate model. The hyperlipidemia is a chronic status of lipid component dysregulation and has been proven to be associated with ocular diseases like meibomian gland dysfunction and blepharitis [22, 23] . The persistent dyslipidemia may also affect the intraocular lipid precipitation and lipid perioxidation [16] , thus accelerate the formation of PCO. For the peptic ulcer disease, the cytokine simulated in the peptic ulcer disease including interleukins identical to those immune mediators observed in the PCO [14, 24] . In the subgroup analysis, the preceding hyperlipidemia was a risk factor for the visual-threatening PCO which occurred 1 year postoperatively while such relationship did not found from the patient with peptic ulcer. Since hyperlipidemia is an asymptomatic disease [25] , a longer disease interval and effect may appear in patient with hyperlipidemia than peptic ulcer disease.
Up to now, the confirmed risk factors for the development of PCO are the design and material of IOL [26] . A sharper edge prevents cell migration onto the posterior surface of IOL, while hydrophilic materials lead to a higher rate of PCO occurrence than hydrophobic ones [26, 27] . And in a previous study, the multifocal design of IOL resulted in higher PCO rate compared to the monofocal type [28] . In the current study, only patients implanted with acrysof single-piece IOL were included so the effect of different types of IOL can be neglected. There were 8571 patients receiving Nd:YAG capsulotomy (after exclusion of inappropriate cases) from 57,089 patients receiving cataract surgery and the mean time interval from cataract surgery to Nd:YAG capsulotomy was 32.12 ± 31.19 months, similar to a previous study using similar IOL in which 21.7% patients needed Nd:YAG capsulotomy for PCO 3 year postoperatively [29] . There are still some limitations in the current study. First, the retrospective nature and case-control design may diminish the power of the current study. Second, the different subtypes of co-morbidity (i.e. dry and wet type AMD) have not been evaluated in the current study due to the difficulty on analysis which may lead to bias. Third, since various premium IOL in Taiwan including aspheric, toric, multifocal and segmental designs are not reimbursed by the National Health Insurance Administration, the effect of IOL design could not be evaluated. Furthermore, it is possible that some patients receiving cataract surgery are not covered by the National Health Insurance Administration, which may result in bias. However, the chance for this condition is rare according to the clinical experience.
Conclusions
In conclusion, the DED, glaucoma, AMD, hyperlipidemia and peptic ulcer disease may be considered as risk factor for the developing of visual-threatening PCO after adjusting for available confounders. Moreover, the DED, glaucoma, AMD and hyperlipidemia are likely to correlate to a rapid-onset visual-threatening PCO that occur within 1 year after the cataract surgery. Further large-scale prospective study to investigate the effectiveness of different disease interval, pathophysiology and IOL design on the developing of visual-threatening PCO is mandatory. 
